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AO" - conflitto d’interessi

Ai sensi dell’art. 3.3 del Regolamento applicativo dell’Accordo Stato-Regioni 05.11.2009,
dichiaro che negli ultimi due anni ho avuto i seqguenti rapporti anche di finanziamento con i
seguenti soggetti portatori di interessi commerciali in campo sanitario:

> Partecipazione ad Advisory Board:

O Roche
a Lilly
a Servier

> Spese per invito a convegni

O Roche
O Servier
a Celgene
Q Ipsen
0 Sanofi
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What have we learnt so far?

Right-sided Left-sided

Clinical More common in men
differences!? . .
MUTYH-associated polyposis

PIK3CA mutation
Molecular BRAF mutation
differences!:2

CIMP-high TP53 mutation

CMS1 (immune) ) CMS2 (canonical)
Prognostic : ’
impact! Better prognosis

1. Lee GH, et al. Eur ] Surg Oncol 2015;41:300-308;

-----------------------

2016 (Abstract No. 3504).




‘mocecove haliata di Oscalogia Ncdke

Cosa non e

Diagnosi e stadiazione

Figura 1: Diagnosi o Stadianone

PRE M ATIONE

AT
LLLSVEE

- Aowves @ reeyra

[y
-
* e

Malattia

STATO
PAZENTE

STATO MUTADOMALE
£ WAATTIA aadnand
|
" RATw -
PrPTT e
T whmnive
e v o Samn
* MoLamrmna s’ S
rwerimy
Gungeza e 2
s  RéSme - T s
2 we
" Ll e
. R o+ Tgmed 7 e gy -
Ve
. eyt
€ awnsrd » T -
. s - LAt D
L4 Vantas battarerts BT 0Cals i B 000 s s rees
' P aew P8 L1 coreiant) |
” W pettrokrerte senced O o wbvban ogm 312
Cormgtabe srvis. DA etrrare i TApOoAl B vudata per eanrtigs CHILIGM MY
e i i e

DL KcOmGonie & & Unguee myertaae T

B (T ¢ v € 8 ) R O posrvwtnsinvinn

cambiato dal 2017

Malattia metastatica resecabile
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Malattia metastatica linee successive
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ADin Sindromi genetiche

“mocaccee halara di Oscologia M

per I'oncologo

dMMR @

5€ pErdi‘tE! di MLH1 e ia) (MSI o IHC +) @
BRAFV600 mutato 4

sul referto patologico

0 se perdita di MLH1 e
BRAFV600 mutato ¥

IIIII (esciusn s & Lynch)

5to

I:E5|:|u53 5. i |_-|'-|-||:|-|]. primo cancro:

ow-up
enzione
identificata

(1) vedi Tabella 2. Criteri specifici concordati in accordo a risorse/LG regionali.
2) dMMR = deficit del ‘mismatch repair’ (su tessuto tumorale);
3) MSI = instabilita dei microsatelliti; IHC += immunoistochimica con mancata espressione delle

%) In caso di mancata espressione di MLH1 la presenza di una mutazione in BRAF V600 esclude la
diagnosi di S. di Lynch

4, 0 OP€ O ML 0 Dé O QIOY0
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Il Mantenimento

chemloterapta?

RACCOMANDAZ]OVE
Nei pazienti con tumore del colon-retto metas = ae
bevacizumab puo essere considerato prosegui Bevacizumab +/ ﬂ UOI"OpI ri mld Ine
fluoropirimidina, da valutare caso per caso, si - lone

del paziente.
Forza della raccomandazione: POSITIVA DEBOLE

Motivazioni/Commenti al bilancio Beneficio/Danno: sulla base dei dati disponibili (nessun vantaggio in
OS, costi, safety, disegno degli studi) il panel non ha potuto definire una posizione certa, che fosse a favore o
contraria, in merito al bilancio beneficio/danno.

Votazione forza raccomandazione Votazione bilancio Beneficio/Danno
Positiva | Positiva | Negativa | Negativa ,
forte dihole debole forte Favorevole Incerto Sfavorevole
0 5 3 0 1 6 1

Qualita globale delle evidenze: MODERATA
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Il Mantenimento

VOLUME 368 - NUMBER 7 - MARCH 1, 2018

JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

Bevacizumab Maintenance Versus No Maintenance During
Chemotherapy-Free Intervals in Metastatic Colorectal
Cancer: A Randomized Phase III Trial (PRODIGE 9)

Thomas Aparicio, Francois Ghiringhelli, Valérie Boige, Karine Le Malicot, Julien Taieb, Olivier Bouché, Jean-Marc
Phelip, Eric Frangois, Christian Borel, Roger Faroux, Laetitia Dahan, Stéphane Jacquot, Dommique Genet, Faiza
Khemissa, Etienne Suc, Frangoise Desseigne, Patrick Texereau, Come Lepage, Jaafar Bennouna, and PRODIGE 9
Investigators

s Maintenance
s Observation

4

v
o
N

Disease Control (%)

llllllllllllllllllIJ_

0 5 10 15 20 25 30 35
: No. at risk: Time (months) o fity |,L
I . Maintenance 245 200 135 87 53 39 24 15 1AL Al n
Observation 243 208 137 85 63 46 29 13 Romagna Oncologia Medica

8 HUMANITAS




Il Mantenimento

Qualita
dell’evidenza Raccomandazione raccomandazione
GRADE clinica
Nei ; . . . b un
ratt| Bevacizumab + fluoropirimidine b
Moderata | P° puo’essere considerato g
a , -
valutare caso per caso, sia sulla base del beneficio atteso, dei
rischi e della motivazione del paziente (9, 10).
Qualita Forza della
dell’evidenza Raccomandazione raccomandazione
GRADE clinica
Solo bevacizumab
. Negati b
SR non dovrebbe essere considerato s
intenzione (8).
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éA‘Q“ Colon: Malattia non metastatica

PRESENTAZIONE CHIRURGIA CHEMIOTERAPIA FOLLOW-UP
STADIAZIONE

,|-| Stadio |

Follow-up

; | pT1-3pN1** FOLFOX o XELOX
Quesiti Grade 1c | (durata 3-6 mesi) o

Quesiti Grade 1d 5-FU/LV o Cape
. Quesiti Grade 1e

(per 6 mesi)

- FOLFOX o XELOX
pT4 elo pN2 5-FU/LV o Cape

Quesiti Grade 1c (per 6 mesi)
Quesiti Grade 1d

Quesiii Grade 1e

*Sconsigliato bevacizumab se protes
**Senza altni fatton di rischio.

* Basso rischio: consigliabile valutazione instabilita dei microsatellii

*® Alto rischio: =1 fattore di rischio (T4, G3-G4, <12 Ifn asportati, esordio con occlusione/perforazione, invasione vascolare, linfatica o perineurale)
Adottare particolare cautela nei pazienti over 70-75aa, dove l'aggiunta dell'oxaliplatino mostra un benefico ridotio.
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Adiuvante
3VS 6

al mome

Nel compless ond ) la

lo standard 6 mesi ragionevole

pratica clinica 10 i oo orarugrorvole

prendere in considerazione una durata del trattam 3 mesi | (tre mesi)

nel caso di insorgenza di tossicita’ [neurotossicita’) durante

[a terapi '
oT3, pJ pT3, pN1 senza ulteriori fattori di rischio

P-4

c bt e tisme——pr yig Orale. .
fluoropirimidina orale PR
- . e
. = . 7_\0“
-7 b\\c’a ‘o“e )
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*mocacce kst di Oacakpia Mk

* 5-FU/LV superior
to 5-FU/lev

* 6- and 12-month
treatment cycles
equivalent

* 5-FU/lev
superior to
surgery alone

* LV5FU2 and

¢ Lev unnecessary monthly
* High-dose and bolus
* 5-FU/LV lovgv-dose LV equivalent
superior to equivalent

surgery alone

* Monthly and
weekly treatment
equivalent

Fluoropyrimidines and oxaliplatin

(X-ACT, MOSAIC, NSABP C07, XELOXA)

Benefit in stage lll patients:

*Fluoropyrimidines risk of death reduction: 10-15%
*OXA addition to risk of death reduction: 4-6%
*Both FOLFOX and XELOX (CAPOX) acceptable
*Neurological toxicity is an issue

(Pre)history of adjuvant therapy

Evolution of duration

Figure. The Evolution of the Duration of Adjuvant Chemotherapy.

&FU = fluorouraci; IDEA = |

uration Eval of Aduwant; LEV = levamisole; LV = leucovorn; LVSFU2 = infusional 5-FLYLV; NCCTG = North Cen-

NCCTG 894651 GERCOR C96.1
6 mo of 5-FULEV/LY = 6 mo of LVSFU2 =
12 mo of 5-FLYLEV (1998) 9 mo of LV5FU2 (2003)
INT-0089 Chau et al IDEA
6-8 mo of 5-FU/LV = 3 mo of PVI 5-FU = 3mo=6moin
12mo of 5-FWLEV 6 mo of bolus 5-FULV low-risk stage Il
(1998/2005) (2006) (2017)
. 5 <
1990s S 2000s p 20108
NSABP C-04 NSABP C-05 INT-0153 XELOXA
12mo 6mo 6mo 6 mo
(1999) (1998 (2009 (2009)
NSABP C-03 IMPACT 1 X-ACT NSABP C-07
12 mo 6mo 6mo 6mo
(1993 (1995) (2005) (2008)
INT-0035 MOSAIC
12mo 6 mo
1990 (2004)
NSABP C-01
18 mo
(1988)

| Durat:
tral Cancer Treatment Group; NSABP = National Surgical Adjuvant Breast and Bowel Project; PVI = protractad venous infusion; X-ACT = Xeloda in Adjuvent

Calon Cancer Therapy.

ongress
mc ' R. Labianca Educational
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-AfDn Italian idea made in Sobrero

‘mocacoue balia di Oscalogia Nedies

Background and Rationale

e )

>

FONDAZIONE

GISCAD » The shorter the better, provided no loss of efficacy

GRUPPO ITALIANO
PER LO STUDIO DEI CARCINOMI
L. DELUAPPARATO DIGERENTE =

= At the time TOSCA was launched , 6 months of oxaliplatin-based
therapy was recommended for both stages |l and Ill.

> Th = The study was initially conceived for low risk patients, but then
ree designed for high risk stage Il and all stage lll.
»Or

> S I x - AS?E._"E"'E'{UAL MEETING "I7 | #ASCOTT  mreseried oy A Soovms onpereifof TOSCA colmoaeices

VA Ry B s

»Colon > Stadi II ad alto rischio
»Adjuvant trial > Stadi III

> Seconda randomizzazione nei
I1II ad alto rischio +/-
Bevacizumab

’ AR g
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AEDII Shortening adjuvant treatment in
Colorectal Cancer

» Francesi ed inglesi sviluppano
(IDEA loro o me-too?) la stessa

International ipotesi

Duration >nasce il proposito di una

Evaluation pooled analysis pre-pianificata

of di piu studi con lo stesso

Adjuvant quesito .
->Vantaggio: ottenere un campione

chemotherapy di maggiori dimensioni con una

maggiore potenza statistica

I
ai Prospective Pooled Analysis of Six Phase lll

Adjuvant Chemotherapy) Collaboration §

-

' naAA AL o
Convegno Regionale Aiom Emilia Romagna Oncologia Medica
Modena 23 novembre 2018 HUMANITAS

Trials Investigating Duration of Adjuvant
Oxaliplatin-based therapy (3 vs. 6 months)for
Patients with Stage Ill Colon Cancer: I D E A
The IDEA (International Duration Evaluation of
ian < areb
ba netan
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_AfDn Shortening adjuvant treatment in
Colorectal Cancer

oxaliplatino per 6 mesi e lo BUY 1
Zta:rdard di tra;_tamento | GET 1
IIeI :t;ilrigpcllglazcl)g‘flante ne HALF

PRICE

> Fluoropirimidina +

> Fattore limitante di tale
associazione e la
neurotossicita

SLE

> Puo un trattamento di SAVE % 50%
minore durata essere
altrettanto efficace
riducendo la tossicita?

| nALA AL o
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e 3> 1 2,834 pazienti
randomizzati

Q Study Overview

3 months

Stage |l
Colon FOLFOX
Cancer or CAPOX
Patients

12,834 patients m

‘Investigator's choice, no
randomization

Primary endpoint: DFS

IDEA

* Objective:

Reduce side-effects of therapy
without giving up (too much) anti-
cancer efficacy of therapy

* Non-inferiority design:

As agreed upon by patient advocates
and oncologists, shorter duration of
therapy should not sacrifice more than
12% of benefit of adjuvant therapy

In statistical terms: upper 95%
confidence interval of Hazard Ratio (HR)
of disease free survival (DFS) should not

exceed 1.12

Q Non-inferiority Hypothesis Testing

Statistical Conclusions Under Different Scenarios

" 3m TRT better &m TRT better -
- -
Superiority :
One-sided Type | Error
Non-inferiority —_—t) 1 Rate = 0.025
1 Power = 30%
Not proven D — Require 3330 DF S
| Events
Inferiority —_—
Hazard Ratio 1.0 1.12 <HNon-Inferiority Margin

P I 22 2l JAMA 2012.305{24) 2504-2004
TRT: trestment =2 Z32)

nA ;1"—;;-&« & l N
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Adverse Events

FOLFOX CAPOX
Adverse Events 3m Arm | 6m Arm | p-value' | 3m Arm 'i6mArm ' p-value'
e o R L P
G2 70% | 89% |9 65% | 85% "
G34 38N | ol 23" | JI%
Neurotoxicity

<.0001 <.0001

17% | 48% 15% | 45%

~Ow TVV v I

13% | <000 10% | 13% | o.ou7
7% | %
‘Chi-squared fast for frend; Total of 18 grade & evants; Adverss svants only oolisoied on firg 817 patients enrolied fo SCOT frial

ey _AS(;O Q"Nﬁugg 'ﬂEE.IlNG T BASCO1?  psares oy aEn s RO ma =
e Treatment Compliance

FOLFOX CAPOX
Treatment Compliance | 3mArm 6mArm 3mArm

Totalno.weeksreoeivedtreahnent‘ 12(12-12) | 24 (20,2 12(12-12)

Median (Q1-Q3) | /\
Reached the planned lastcycle’ | 90% @ 86%
_——

% of dose actually delivered, Mean {Standard Deviation)
SFU? 92.4 (22.7) | 81.5 (26.6) —-
Capecitabine --- --- 91.2(23.5) | 78.0 (29.4)
91.4 (19.9) | 72.8 (25.6) | 89.8 (21.7) | 69.5 (28.3)

1% of patients assignad fo Imireadment (both FOLFOX and CAPOX) recelved > Im of freadment; * combdining infuson and dolus
e ASCO ANNUAL MEETING 17 - #ASCO17  5asarien oy ain S 50 on oenet o DEA camoasions

naRAL L o
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AOn IDEA

P

DFS HR = .07 o
9mammmmsy

Percent'\thout Event

T T T
Years fromn Randosnl zafion

NPxien= g424 5445 44se 3000 1603 328 321
Al risk 54 =% : 3558 573 334

PR weRy o ASCO ANNUAL MEET'NG .‘7 nAsco17 Pragaried &y 280 ST S0 @ oane! of DEA caBoIses

R el s a ial Bl ISR R o TR P JEL

[ f 'l“-:--'A“»- —FL M
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IDEA ()

1.0 2

Hazard Ratio

S
Primary DFS Analysis (mITT), cont. 9
Statistical Conclusions
3m TRT better 6m TRT better .
Y |
!
n DFS HR =1.07

Not proven -] 95% ClI, 1.00 to 1.15
|
B
1

Non-Infenonty Margin
TRT. traatment

s amaiel o Aol ASCO AN~UAL MEET'NG 17 BASCO17 Pragarted oy 280 T 30 @ oane! of DEA caBoIns

S 08 Y PN I s P e e Y Eew
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.AQ“ Quale impatto per le IDEA

T linee guida ?

»Studio negativo > Nessuno

»Differenza DFS a 3 aa clinicamente
irrilevante (0,9%)
- Practice changing

»Troppo presto

) iAo
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ADm

Qualita delle evidenze

»Study design - errori nella pianificazione e
conduzione dello studio

> Precision - precisione delle stime

>Indirectness - diretta applicabilita delle
evidenze (P.I.C.0.)

»Consistency - coerenza dei risultati tra
studi differenti

»Publication bias - pubblicazione selettiva
dei dati

| nALA A
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:,,,AQWE Results: RFS/DFS Overall Population

o
S,
= 3manfis n=A08 paas=TE)
. £ S NG, ST
—_ 2
s®
©
» = o
- 2 3
: H
Fo 3
z &< o
it @ =
z (2]
rvhe 4 e @
aipren 2
wauIaw (=] 8,
-— OO0 et
o POLN Joh 0E
o 1
- Ww - oA o b <1
] 13 (AN w senunn 0 1 2 3 4 5 6
2 N » . ® . - N at risk Time since randomisation (years)
e » e~y 3 Months 1002 869 755 591 380 195 67
P om - 1008 911 774 611 399 214 77

Presented by: Jeffrey Meyerhardt, MD, MPH

Duration

3m

6m _“‘e(’\
. W0
HR (6 is WO\
referent) i?‘o\‘;\(ﬁ : (1.05-1.46)

. o '
o
3 yr DFS A ™1 9% - 4%
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AL IDEA

‘mocacove balista di Oscalopia Ncdkes

Trial pazienti schema caratteristiche
Scort L’unico studio non inferiore pesa per un 1-:erzo retto
TOSCA 2402 XELOX o 19 5 III, colon

FOLFOX4
IDEA ., PR e s e o o -
Franc L’'unico studio che evidenzia inferiorita pesa solo un sesto
ACHIEVE 1291 CAPOX o 10 III, asiatici
MFOLFOX6
C80702 2440 mEDIENYA 10 TIT 222
HORG Ness".L‘l’lla |nfo:'|_1‘1ra\z’|’c‘>lle su un quarﬂ? =d=e_| pazienti
FOLFOX4
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.Afbn Indirectness -
~ diretta applicabilita delle evidenze
(P.I.C.O.)

»popolazione, intervento, controllo o
outcome indiretti: il quesito per il quale
si intende porre la raccomandazione si
riferisce a una popolazione, intervento,
controllo o outcome diversi da quelli
per I quali sono disponibili prove di
efficacia in letteratura

»I «nostri pazienti» sono quelli

rappresentati dallo studio TOSCA i cui
dati non sono cosi convincenti

: NARLA AL o
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ADn  Results: RFS by arm
Overall Population

1.0

-~-
0.8 e

0.7

0.6

N. Of events 82% of planned

3-yr RFS % HR (95% CI)
0.5 3 mo 404 (22.8%)

Duration

Relapse Free Survival

6 mo 368 (20.0%) ‘
e 3 months 81.1 1.14 (0.99 @
Power 72% 6 months 33.0 Ref
0.3
3-yr RFS diff. = -1.9% (-4.8 - 1.0)
0.2

0. Presented by: A. Sobrero on behalf of TOSCA collaborators

0.0
0 12 24 36 48 60 72 84 96
Patients at Risk Time to Event (months)
Time 0O 12 24 36 48 60 72 84 96
A 1839 1657 1495 1360 1124 799 489 223 50
B 1775 1595 1446 1298 1062 745 454 249 51
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—-—-  Results: RFS by stage

6 months B 10

STAGE I

6 months

0s 0%
08 08
3 months "7 =TTITe—
07 . 07 ----.‘--"---_
Duration 3-yr RFS % HR (95% CI)
s ®
g 5.4 Duration s mreas L HR (95% Cl)
@ 3 months 85.5 1.41 (1.05-1.89) @
e L 3 months .07 (0.91-1.26)
g 6 months 91.2 Ref g
3 04 3 04
rz _ . . R & 6 months Ref
N. Of = = = = o N. Of
o N Ofevents o 3-yr RFS diff. =-5.7 % (-9.7% - -1.7%) i e s 0%
emore(1z omo 2995 3-yr RF % — 3.6%)

02 0.2

0.1 01

00 0.0 .

0 2 24 36 48 &0 n 84 % 0 1 24 3% 43 &0 n 84 %

Paserts ot Risk Time to Event (months} Pabents at Risk Time to Event (months}
Tme 0 2 2 k) 8 &0 n Be 9% Tme 0 12 2 36 48 &0 n ) %
A 61 ;m 555 S1s a5 28 185 2 X A 1208 W6 & 85 53 501 303 ki) x
B 62 368 528 82 w7 2 167 o 2 B 1154 Losd 918 816 €65 63 =7 155 %

Presented by: A. Sobrero on behalf of TOSCA collaborators
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.AQH Quale impatto per le IDEA

linee guida

>Significato delle analisi di sottogruppo
non pre-pianificate

AQGeneratrici di ipotesi

' AR g
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DFS Comparison by Risk Groups

0 o
T1-3 N1 (58.7%) T4 or N2 (41.3%)
100 Curadon 100 - Curacion
m-\\\‘ 2 Nordn 0 % Norda
— © Mordra o Mortre
o0 e - 0 -
E ¢ 4 : ; 0 -
s w0 4 - ~ 0 -
; 20 <! Ouestom o Ors g 80 o | Dunsoo 3o Ors I
R 219 : ¥ wd|m =T :
F 2l i [ ; T Ha% '
0 ! 20 !
S Orsam - D 2% [ TYrOFA .= 1.7% 1
ol | T N T TSR [ 1] se%clLi42o0®g | !
L T T T T T T o T T t T T T
6 £ 5 4 s 6 0 1 2 P < 3 .
Yoars Randantracion Yoars Randorstracion
N Paterm ATed 3 2T R i 0 g7 204 P e %40 ey e a5 4z

Interaction p-valite =0 11
mesme ASCO ANNUAL MEETING 17 #ASCO17 ..

P Ll el el T —

T1-3 N1 (58.7%)

3m TRT better &m TRT better
+* 7 -
DFS HR =1.014 |
95% CI, 0.90 to1.12 |
Hon-Inferiority :

TRT: treatment

HR 1.0 1.2

I
Hl Margin

IDEA

DFS Comparison by Risk Groups, cont. P

T4 or N2 (41.3%)

r

Interaction p-value =0.11

e ASCO ANNUAL MEETING 17 | #ASCO1T  prmsemies o i S, 51D an omst of 10EA e moraions

B S P Ty O P e P e e B g
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3m TRT better &m TRT better
-+ ] - ]
DFS HR =1.12 |
95% CI, 1.03 to1.23 |
Inferiority —}—
HR 1.0 1.12
i

Hl Margin
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DFS Comparison by Regimen

FOLFOX CAPOX

3 xS

Tis%

T™MES

TyrOFSam.=11%
MBI iess

e e om - 2 4%
L O AN 0T

Interaction p-value = 0.0051
MmNy - ASCO ANNUAL MEETI”G "7 uASCO‘? Pragaried oy Q0 S F0 @ sane! of DEA caBoIas

L g8 1 e I et gt g P —

@ <

¥

DFS Comparison by Regimen, cont.
FOLFOX

Fallenis Paflsnis HR Fawors 3m  Favors Sm
Inars Gmam iy T — =

DFS Comparison by Regimen, cont.

CAPOX FOLFOX CAPOX

Paflenis Fallenis HRE Fawors 3Im Favors Sm
Irmae Creame (b - — =

3m TRT better &m TRT better J3m TRT better

&m TRT better
[E-F] i o~ I r ) o

T ECA T TE2 114

TOECA 424 Lol ]
2COT 1320

rad

BCOT a2 arz 1A

[k

IDEA Francs £86 Ll 127

DFS HR =1.16

IDEA Franos 107 4 L)

HORD 148 148 0ET

ACHIEVE 182 168 108

HORD 208 2 8

95% CI, 1.06 to 1.26

CEITa2 1212 1208 149

Overall 3870 3353 1.16

F ——
[ L 1

oo ASC0 ANNUAL

i a1 gty o v e P Ay

Lz
Hazard Rallo

ACHIEVE 4ET 452 L2

Inferiority

Overall 2354

1 DFS HR = 0.95
1 95% Cl, 0.85 to 1.06
[

—_—

HR

BT 0.9 g

L&} s

MEETING 17 | #ASCONT  mrasanied oy o 510 500 on ot of IDE4 cofmomtoes

Lz
Hazard Raflo

1
L3
TRT: treatment

soonme ASCO ANNUAL

e

1.0

Hon-Inferiority —

1.12 HR

+
HI Margin

Interaction p-value = 0.0051

1.0

]
|
|
|
|
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ADm

‘mocucore kalista di Oscalogia Nedies

Regimen
CAPOX/FOLFOX
CAPOX FOLFOX combined
3 yr DFS rate (%) and
HR by regimenand | 3 yr DFS, % (95% 3 yr DFS, % (95% HR | 3 yr DFS, % (95% HR
risk group Cl) HR Cl) (95% ) (95%
(95% Cl) 0 7
3m 6m 3m 6m ch 3m 6m @)
Low-risk 81.9 83.5 1.70 | 83.1 83.3 1.0]
(TT-3N1) (80.2- (81.9- (0.96- (81.8- (82.1- (0.90-
Risk ~60% 83.6) 85.1) 84.4) 84.6) 1.12)
group | High-risk 62.7 64.4 1.12
eI 60.8- | (62.6- | (1.03-
~40% 64.4) 66.4) 1.23)
P-value interaction
Risk 75.9 74.8 0.95 | 73.6 76.0 1.76 test:
groups (74.2- (73.1- (0.85- (72.2- (74.6- (1.06- . i
combined | 77.) 76.6) 1.06) | 75.0) 77.5) 1.26) Regimen: 0.0061
Risk group: 0.11

Non-inferior Not proven Inferior

Modena 23 novembre 2018
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DFS Comparison by Risk Group and Regimen 9 DFS Comparison by Risk Group and Regimen, cont. ?

!
Risk Regimen 3m TRT better 6m TRT better DFS HR; 95% CI Risk Regimen 3m TRT better 6m TRT better DFS HR; 95% CI
Group <€ 7 > Group <€ 1 >
I

|
FOLFOX Not proven ——OI— 1.10; 0.96to 1.26 FOLFOX Inferior I—‘— 1.20; 1.07to 1.35

T4 or N2
CAPOX Not proven P 1.02; 0.89to0 1.17
I

T1-3 N1
CAPOX Non-Inferior ———— | 0.85; 0.71to 1.01

i0

e Y |
Non-Inferiority Margin

IPOFS | =

et B2 B, T4 or N2
CAPOX

HR 10 112

ISs—e—] f

Non-Inferiority Margin

34r DF$
m | #13°% T1-3. N1

em | 335 % FOLFOX ={em | &40 %
! T H H TRT: treatment . " H

—
Huanndnnh

—
aMmanndanni

TRT: treatment

Vens 1 3 10m Ssenni e

3
Vi o 3 Rl

e ASCO ANNUAL MEETING 17 - BASCOT7  prasacies oy 0 91, 210 o cent o DEA cotmosmices e ASCO ANNUAL MEETING 17 - BASCOT7  prasacies oy 0 91, 510 o et of DEA cotmozmices

IDEA Clinical Consensus: Risk-based approach to
adjuvant chemotherapy in stage lll colon cancer

3 months & months

T1-3 N1 -
(~60% of stage Ill)

Risk group Recommended duration of adjuvant therapy I D EA
A3

T4 andfor N2 R ——S

Dwration of therapy determined by
- tolerability of therapy

- patient preferznce

- assessment of risk of recurence

- Regimen (CAPOX vs POLFOX)

(Or other high-risk factors)

- |"-'l.5|:|:' AHHUAL HEETIHE I.I? #HASCOIT Prasgamian oy Qim0 Sl PAD a0 iomned o 10EA, ool BT

B A T STy B T et PP e e 80
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ADm

Raccomandazione 2017

»Con i dati disponibili lo standard
dovrebbe rimanere 6 mesi (FOLFOX o
CAPOX)

>Nei pazienti a basso rischio puo essere
considerato, in caso di tossicita,
sospendere dopo 3 mesi

>In alternativa perche escludere, nei
bassi rischi, la sola fluoropirimidina per
6 mesi?

| nALA AL o
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IDEA
....the non-inferiority of a 3-month
duration of therapy, as compared with a
6-month duration, was not confirmed.
However, the results were strongly
affected by the selected treatment and
risk group. In patients treated with
CAPOX, 3 months of therapy was as
effective as 6 months, particularly in
thelower-risk subgroup. In patients
treated with FOLFOX, 6 months of
therapy resulted in a higher rate of
disease-free survival, particularly in the
high-risk subgroup.
These data suggest that the choice of
treatment regimen, duration of therapy,
and characteristics of the patients may
be balanced against the substantial risk
of increased toxicity of longer
oxaliplatin-based therapy,
including persistent neurotoxicity.

Jonmions o Clamcas, Odeanany UNIGINAL savpur

--------

In conclusion, TOSCA was not
able to demonstrate that 3
months of oxaliplatin-based
adjuvant treatment is as
efficacious as 6 months
(technically 3 months were not
noninferior to six months). The
results depended on the
adjuvant regimen and risk.

For patients treated with CAPOX,
3 months were as good as 6
months; for FOLFOX, 6 months
added extra benefit.
Counterintuitively, the low-risk
patients benefitted more than
the high-risk population from the
6-month duration. The choice of
regimen and duration should
depend on patient characteristics
and be balanced against the
extra toxicity of longer therapy,
particularly, persistent chronic
neurotoxicity. Because the
results of TOSCA on substages
are counterintuitive, they should
be interpreted with caution
within the context of the
combined analyses of IDEA.

Convegno Regionale Aiom Emilia Romagna
Modena 23 novembre 2018

A m

IDEA France

...the superior DFS of 6-
month adjuvant treatment
compared with 3 months,
especially in patients with T4
and/or N2 colon cancer. This
finding is in agreement with
DFS HR data from the overall
analysis of patients who
received FOLFOX in the
international IDEA
collaboration.

These results should be
integrated, discussed, and
considered alongside the
international IDEA
collaboration data.
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3 versus 6 months of adjuvant oxallplatin-fluoropyrimidine
combination therapy for colorectal cancer (SCOT): an
International, randomised, phase 3, non-Inferlority trial
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The study achieved its primary endpoint of showing
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n who saned smdy weamem This wil &s mgiswmd with ISRCTN, number

sy was s
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was FOLFOX tn 1961 paskenss and CAPOX In 4107 padents. 3044 poiones weee assigned o 3 month group and

that 3 months of oxaliplatin-containing adjuvant

chemotherapy is non-inferior to 6 months of the same

treatmentin the

3 months of treatment might therefore be considered a
new standard of care for adjuvant chemotherapy,

overall trial population.

especially if CAPOX is to be given.
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ESMDpen Safety data from the phase III Japanese

Camuer Hortans
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ACHIEVE trial: part of an international,
prospective, planned pooled analysis of
six phase III trials comparing 3 versus

6 months of oxaliplatin-based adjuvant
chemotherapy for stage III colon cancer
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——- Is this an important question?

»Almeno 18 articoli tra editoriali, commenti,
revisioni, ecc. da marzo 2018 sull’argomento

> 2 sessioni speciali ESMO

> 2 sessioni educazionali ASCO

> Dibattito in quasi tutti i convegni sul colon
» Oxford debate all’AIOM

> Linee guida AIOM con valutazione Grade

| nALA A
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—-—- E un quesito importante?

> Differenza assoluta
tra 3 mesi e 6 mesi
0,9% (c.1I.: +0,6; -2,4)

> ARR 0,9% 0,009

> NNT 1/ARR >

1/0,009 > 111
(1/0.024 > 41)

> 30 pts ogni 100
avranno .
neurotossicita senza
beneficio

> Benefici per il sistema

sanitario

a Minor spese di
trattamento

Q Minori spese per
gestione effetti
collaterali

0 Minori spese di
personale e spazi

> Rischi

0 Il paziente che hon
recidiva e guarito >
peggioramento della
sopravvivenza

[ Aol o) LF
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Adiuvante
3VS 6

VOLUAME a8 - NUMESR '8 « MAY 20 J0a

acy

woLy

o The NEW ENGLAND =
JOURNAL of MEDICINE

EUTABRLIOWIAD I 1012 MADLCH 29, 2018 YOL ire %O, 1

Duration of Adiuvant Chemotherapy for Stage Il Colon Cancer

A Grothey, AF Sobrerp, AF. Shields, 7. Yozhing | Paul | Taieh, ). Souglakos Q. Shi, B Kerr, B Labianca,
JA Mayerhardt. D. Vemnerey, 7. Yamamaka, | Boukovinas, ) P. Meyers, LA flenfro, D Niedrwiecki 7. Watanabe *
V. Tool M. Saunders, D). Sargert ¥ T Andre, and T. Iveson

International, randomised, phase 3, non-inferiority trial

m Trweathy fivense?, Ruxig S Karr®, Maxk PSasndersy fre Coxmdy, Nah H vk Mdaade, o Tebarmirs, Asdrewt sydon, Bengt Clessfany,
Ardres Mty G Als, [chrl :Qam, Jare S dde Hatfumn sveilowd, A B iggs Asves Weeeman, Lacuiedny, Oain Wi
focher iy, Prrenintd sages, Arusdes 5 Dhedée Mok Hamees, ovhen Pk Sha§ Ry, Dl osse Raey, B K O oy, Dovd froppe,
oo Bndpenat g Axtwaf Ao xady, Dot o g Andea Wy Do (imvwngham, Tama Hideah, Andnes W Sevum Cadbrs,
Marpres 5 Wessy f o Pad

Convegno Regionale Aiom Emilia Romagna Oncologia Medica

Modena 23 novembre 2018 HUITAS




Adiuvante 3vs 6
Impatto su NEUROTOX

Neurotox G3-4

v Relative Risk > RR=0.18 (0.15-0.22)
v Absolute Risk > 114 fewer per 1.000

(from 108 fewer to 118 fewer)

p // \ Impatto in termini di
e L - RISPARMIO di TOX a favore
BN L dei 3 mesi vs 6 mesi:
lan L IMPORTANTE

/N ><_/..\

nAnRAALL o
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Adiuvante 3vs 6
Stadio Il

v Relative effect > HR=1.07 (1.00-1.15)
v Absolute effect > 15 more per 1.000
(from O fewer to 31 more)

Non provata non inferiorita’ dei 3 mesi vs i 6 mesi
in termini di DFS

VOTAZIONI

Forza della
raccomandazione

v Negativa debole: 8
v Positiva debole: 2

’ nARAA AL o
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Bilancio beneficio/danno
v Incerto: 6
v A favore dei 3 mesi: 4




Adiuvante 3vs 6

Stadio Il
Qualita Forza della
dell’evidenza Raccomandazione raccomandazione
GRADE clinica

Nei pazienti con tumore del colon in stadio III nel loro
complesso una chemioterapia adiuvante a base di oxaliplatino

delle durata di 3 mesi non dovrebbe essere considerata come
Moderita opzione fil prima intenzione; essa potrgbbe comunque essere Negativa debole
suscettibile di impiego in casi selezionati sulla base del

livello di rischio in relazione allo stadio e dello specifico
regime da utilizzare, previa completa condivisione con il
paziente (38).

CT adiuvante oxa-based di 3 mesi
NON dovrebbe essere presa in considerazione come prima opzione ‘ ‘

Convegno Regionale Aiom Emilia Romagna ‘ ‘
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Adiuvante 3vs 6
Stadio Il pT1-3 pN1

DFS
v Relative effect > HR=1.01 (0.90-1.12)
v Absolute effect > 2 more per 1.000
(from 16 fewer to 19 more)
Possibile (ipotesi) non inferiorita’
dei 3 mesi vs i 6 mesi in termini di DFS

NO impatto sfavorevole dei 3 mesi vs 6 mesi
(secondo il Panel)
VOTAZIONI

_ ) . Forza della
Bilancio beneficio/danno raccomandazione

v' A favore dei 3 mesi: 10 v Positiva debole: 10

’ nARAA AL o
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Adiuvante 3vs 6
Stadio Il pT1-3 pN1

Qualita Forza della
dell’evidenza Raccomandazione raccomandazione
GRADE clinica
Nei pazienti con tumore del colon pTI1-3 pNI1 puo’ essere
Moderata presa in considerazione una chemioterapia adiuvante a base Positiva debole
di oxaliplatino delle durata di 3 mesi (38).

CT adiuvante oxa-based di 3 mesi
PUQ’ essere presa in considerazione

Convegno Regionale Aiom Emilia Romagna ‘ ‘ ‘
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Adiuvante 3vs 6
Stadio lll pT4 e/o pN2

v Relative effect > HR=1.12 (1.03-1.23)
v Absolute effect > 33 more per 1.000
(from 8 more to 61 more)

Impatto sfavorevole dei 3 mesi vs 6 mesi
(secondo il Panel)

VOTAZIONI
Bilancio
beneficio/danno Forza della ]
v A favore dei 6 mesi: 8 raccoma_ndazmne
v Probabilmente a v Negativa forte: 10

~ favore dei 6 mesi: 2

naRAL o
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Adiuvante 3vs 6
Stadio Il pT4 e/o pN2

Qualita Forza della
dell’evidenza Raccomandazione raccomandazione
GRADE clinica

Nei pazienti con tumore del colon pT4 e/o pN2 una
chemioterapia adiuvante a base di oxaliplatino delle durata di

3 mesi non deve essere presa in considerazione come prima
Moderata opzione. Il trattamento puo’ essere interrotto precocemente o Negativa forte
depotenziato in caso di insorgenza di tossicita’ inaccettabile

(38).

CT adiuvante oxa-based di 3 mesi
NON DEVE essere presa in considerazione
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—-—- Cosa non abbiamo potuto mettere

>Anti Her2

>»immunoterapia

’ nAAA LML o
Convegno Regionale Aiom Emilia Romagna Oncologia Medica
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Heracles

‘mocucove balista & Oscalogia |

Patients given trastuzumab and
lapatinib (n=27)

Complete response

Partial response

1(4%,-3to11)
7(26%, 9t0 43)

Stable disease =16 weeks* 8 (30%, 13to 47)
Stable disease <16 weeks 4(15%, 1to 27)
Objective response 8 (30%, 14 to 50)
Disease controlt 16 (59%, 39t0 78)
Duration of response (weeks) 38 (24to 94+)
Time to response (weeks) 8 (3to16)

Data are n (%, 95% Cl) or median (range). Response data are best response
according to RECIST 1.1. RECIST=Response Criteria Evaluation in Solid Tumors.
*Including one unconfirmed partial response according to RECIST 1.1. TDefined as
complete plus partial responses plus stable disease >16 weeks.

Table 2: Responses to treatment
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m.l Sﬂm REPORTS
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Cite as: D. T. Le e al., Science
10.1126/science.2an6733 (2017),

Mismatch-repair deficiency predicts response of solid
tumors to PD-1 blockade

*mocacce kst di Oacakpia Mk

= Ampuiia of Vaser
Il Chdamyma«moma

Il Etbm«ﬂﬂcat«
o msophsganl

£ Oslmwma
- Pancroas

- Prostato

mm Small Insestine
- Thyrod

- Unknown Primary

% Change from Baseline SLD

-100+

e Le et al, Science 2017
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Drugs

Mo > Deuge o Drug Aporovas and Databases » Aporoves Drugs

FDA grants accelerated approval to
pembrolizumab for first tissue/site agnostic
—_e indication

nARAAAML o
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» NEW ENGLAND
JOURNAL f MEDICINE

PD-1 Blockade in Tumors

with Misanatch-Repair Deficiency

Study Design Best Radiographic Response
Colorectal Canccrs] [Non-Colorecfal Ccmcers‘ | BN MMR-proficient CRC
B MMR-deficient CRC
Cohort A Cohort B Cohort € g
Mlmif:‘:";.i:‘nh- .tr::f:l?ﬂb?-r:ﬁn Def'Clcnt “‘ g ®

Study Summary

MMR-deficient ~ MMR-proficient

CRC CRC  ival
Type of Response-no (%) n=28 n=25 5 = not resched)
Objective Response Rate (%) 57% 0% e
Disease Control Rate (%) 89% 16% ;
Progression-free Survival (mos) Not Reached 23 Y
Overall Survival (mos) Not Reached 5.98 T
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“mocaccee halara di Oscologia M

Immunoterapia e MSI

Microsatellite instability & Pembrolizumab

Typenl raiponss MSI MSS

(n=10) (n=18)
Complete Response 0% 0%
Partial Response 40% 0%
[ Objective Response Rate 40% 0%
Disease Control Rate 90% 11%

A Progression-free Survivel in Coborts with Colornctal Cancer

o P0.001 by lag.rank tost

i
E; 4 \ Mismuscs repar -defoert
33,

8 Overall Survival in Cobonts with Colormetal Cancer

1,000 by log rank wet
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t 4 n
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Le et al, N Eng | Med 2015

Microsatellite instability & Nivolumab
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‘mocucove balista di Oscalogia Nk

EUROPEAN MEDICINES AGENCY

26 January 2018
EMA/51006/2018
EMEA/H/C/003985/11/0030

Withdrawal of the application for a change to the
marketing authorisation for Opdivo (nivolumab)

On 13 December 2017, Bristol-Myers Squibb Pharma EEIG officially notified the Committee for
Medicinal Products for Human Use (CHMP) that it wishes to withdraw its application to extend the use
of Opdivo to treat colorectal cancer.

What is Opdivo?

Opdivo is a cancer medicine that contains the active substance nivolumab and is available as a
concentrate that is made up into a solution for infusion (drip) into a vein.

Opdivo has been authorised since June 2015. It is already used for melanoma (a skin cancer), non-
small cell lung cancer, renal cell carcinoma (kidney cancer), Hodgkin’s lymphoma (cancer affecting
lymphocytes, a type of white blood cell), squamous cell cancer of the head and neck, and urothelial
cancer (cancer of the bladder and urinary tract). Further information on Opdivo’s current uses can be
found on the Agency’s website: ema.europa.eu/Find medicine/Human medicines/European public

assessment reports.

What was Opdivo expected to be used for?

Opdivo was also expected to be used for the treatment of metastatic colorectal cancer (bowel cancer
that has spread to other parts of the body) where the cancer had certain genetic changes (called
“mismatch repair deficient’ or *microsatellite instability high’). It was to be used in adults who had
previously been treated with fluoropyrimidines (a type of cancer medicines) together with other cancer
medicines.

How does Opdivo work?

The active substance in Opdivo, nivolumab, is a monoclonal antibody, a protein that has been designed
to recognise and attach to PD-1, a receptor (target) on cells of the immune system called T cells.
Cancer cells can produce proteins (PD-L1 and PD-L2) that attach to this receptor and switch off the
activity of the T cells, preventing them from attacking the cancer. By attaching to the receptor,

30 Churchill Place I Canary Wharf I London E14 SEU 0 United Kingdom
Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555
Send a question via our website www.ema.europa.eu/contact

An agency of the European Union “

© European Medicines Agency, 2018. Reproduction is authorised provided the source is acknowledged
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‘mocecore halata di Oscalopia Nicdkes

Grazie
dell’attenzione

‘ giordano.beretta@gavazzeni.it
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